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(54) HGF-CONTAINING PHARMACEUTICAL PREPARATION 
(57)Abstract: 

PURPOSE: To obtain a medicinal pharmaceutical preparation capable of carrying out 
prolongation of acting time of HGF{hepatocyte growth factor) 

CONSTITUTION: The pharmaceutical preparation contains HGF and heparin.. Since the 
HGF-conta,n.ng pharmaceutical preparation which is effective and long acting at low 
dosage can reduce administration frequency and amount, relief from patient's pain and 
reduction of medical expenses can be carried out. 
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* NOTICES * 

Japan Patent Office is not responsible for any 
damages caused by the use of this translation 



2.**** shows the word which can not be translated 
3 In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 



hep^n^^ ^^""^"^^ pharmaceutical preparation characterized by containing HGF and 
[Claim 2] Remedy phamiaceutical preparation according to claim 1 whose HRF k tho 

[Claim 4] Remedy pharmaceutical preparation given in either of claims 1-4 which mix HPF 
>nd heparin and are prepared at the time of an activity. ^ 
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^■n^'^T® ^^'^'^ c^n not be translated 

J. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 



[0002] 

1984 FEBS Letter 22 311 In? iQo^ 122 1450 

this factor are liver A th^Sfecto^ il ^ n£^t '""'^^ °f t'^^ of 
will be medicated as iSionr if tSo^^^^^^^^^^ ^^""^P'^' ^ P^^^"* 
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^noSI'°^^'*V•''^u°^°*'^^ ''^'■^'^ This invention is made based on this 

- Snfn^g HGF^yn^dt^^^^^^^^ pharmaceutical preparation of this Invention con^lSs of 

"^^'^^ ? ^""^'"^ P""^'P'® °^ ^his Invention which consists of the above- 
■ ZTrSi configuration is refined by extent which can be used as a remeSy whai was 
prepared by vanous approaches can be used for it. As the preparation Sach of HfiF 

I""'' iransformam can be obtained (for ^Tmp 1™^^^ .^^^^ 

Inralc^l ^ ^^<^'""= subtilis'yeast, lid. veg'eteta *an 

i '0006] As an approach of carrying out extract purification of HGF from a bodv tissue a 
carbon tetrachlonde can be injected intraperitoneally to a rat the reTof the ^frhan^L 

can be carried out. and°Ktaln 
S i^fn h ""^ ^ °}^^' ^""'"^ ^^'^ sequences are Inserted, or 1 or two or more " 
this way _ or a sugar chain - the same - deletion - or you may permute f that a oarf 
- thrmJit'n^ P"'^"*^^ °^ other amino aSTAs th f^^^^^ 

WO 90/nTi 065 nffirS^'^"/ T^"'^^' *° JP.3-130091.A. the internatlonardiscS 
wu 90/No. 10651 official report, etc.. and these can also be applied to this invention and 
.contained in the range of this Invention, for example invention and 

' 6^ r^"* as heparin which Is other components of this invention by extent which can 
Ruff ? aremedy. anything can be used and especially the origins (for exampte fcow 
Buta, etc.) will not be limited, either. Moreover, especially the molecula weiaht^f thU 
hepann used Is not limited, either, but both the amount h^parrScroroPecu^^^^^^ 

hTnSn'?:^?!^!,'"^""" ^'^^^^ be used. As an operS^nrrLte^Hhr 

hepa n to HGF. heparin is set to about 0.01-50mg to HGFIpmol. Although It il sa isfactorv 
even if it may be unable to discover HGF path clearance lowering effectiveness S fhP^ 

SeSe'm^^^^^^^^ ^ "-"'^ need'of adding 

nS\^f Pharniaceutlcal preparation which the object of this invention prescribes for the 
Snrl !.P^^''^^f^"*'^^' P'-^P3^3«on containing HGF and heparin which S preSred 
beforehand, or contains HGF and heparin - business - it is attained by somJtime^ 

tSr." P'"'^- t "^^''^'"^ P^«^"^- As ^" appSfon symptom 
rontrS^nf Prevention of hepatitis, liver cirrhosis, a nephritis, cancer, etc.. sid^effect 

moim Ai h " "S^"^' acceleration of wound healing, etc. are men«oned 

[0010] Although the pharmaceutical preparation of this invention can take various 
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pharmaceutical preparation of this inventSnrnf * ^^^'T'P'®- Furthermore, the 

injection etc and some?mes reSg" "'^•""9 for 

HG.an.lnsapp.Ue...a?^^^^^^ 
10012] 



?9"«' ~ and 

.1 and it uses the derivative oIlta,ZJ^ Tl£ 2^Xt"%Tr'T °' ^^P^ 

[ , ffebtiveness is acquired '^'^ '"'^ ' " '^^ same 

Si,le^XioSt£'^hl^;^ Poly^"^"*- 80 in 100ml of 

K&1:r^heVS^^^^^^^^^^ °" --^-^ ^^3,. .r. addrtion. the 

thTeutS^^^ heparin: Sigma company make, part num^be H 5640 (sodium salt 
the Buta intestinai-mucosa origin, molecular weight: 4000-6000) isoaium salt. 
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Sred In "^h^lffl ^^^."^fker concentration (0.8pM) which the radioactivity which 
Kato^^^^^^^^ ^"^^'^^^ comparatively, and ca/ ied out the 

' injecting exampteo^^^^^^ radioactivity in plasma when 

?Om/&rn'S fa^^'^"^^' wS'^'et ?y°' 
L"^!?] ^-^ S"'^"? hepatocyte (2.5x1 05 cells / ml) prepared by the DNA svnthe^i, 

serum, and 30 mg/1 kanamycin mono-sulfate are included). It exchanged for the S TnL 
fnnZ!'''^^'^^f'''T^''^ 2 '^^"'^^ ^^^^ ^"'^^^e initiation the mSSe fncubat^n^^^^^^ ^ 

aprotinin. and 30 mg/l kanamycin mono-sulfate are included) The denwuriHino ^ovll «• 
concentration. 0.3microcurie [ ml ] /. 0.14nM) which ca ried out the labX 12I1 p^^^^ 
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inln H? ''K^u ^^'"^ t*^^* ^"^^ ^'''ec^'on in which HGF was made to exist over 
S3l91 DNA^^vn^t^"'"!!'?.;^ '"^"^^ enhancement of the effectiveness 

nJ^fhf ^ -^^^'^ °' 12.5nl\^(s). and heparin (concentration, zero to 100 

pre Subated^s"^^^^^^^^^ '.T'"'^" ^^^"^^'^ of trial 4HGF-heparin Comdex were 
in fhl .. .if i temperature, and complex was made to form In 

wafSn^nn" ^ ^^^^ ' ^NA synthesis ability under hepaSexistence 

was set to 100. and it expressed as the rate (%) to it. Bioactive also with complex 
expensive enough wrth high-concentration heparin was carried out so thaSriJ from 
dpwinaJ . The amount of HAPERIN called 10mg / rat sufficient inddenta lvfo^^^^^^^ 
clearance lowering in blood of HGF shown in the example 2 of a tria I corr^^^^^^^ 
consiSon"'" ^ '^'^ °^ circSlating^lmS^^^^^ ^ 
[0020] The time amount transition normal rat and carbon-tetrachloride orocessina rat (th^ 

^""'^^ °'' ^0 1'"^^^) °f the TCA preS nature ^ 

. ^adioactivity in plasma when injecting heparin intravenously after exampl of tS| 5125 I 

ahHomin^r"°f ^ ""^^S ^^'9fit administration being carried out a he rat 

HGF oHhi^f""*^' ^""^i 24 hours after 1251 - After injecting rn^avenouslv 

t?r?ri T^^' ^"^^'^ Spmol / rat) which carried out the Indicator frorn a fer^oral vein 
ime amount transition of the TCA-precipltate nature radioactivity in theXma when 

SVo'sesT^^^^^^^ 2f of Som"rT°'^^"'^^ '''''T''^'^' aVrT^ 'SL^rwith 
various coses (U, 10, 25 or 50mg / rat) was measured, in addition blood collectinn 

performed from the femoral artery. Time amount transition of rfcrprecSe n^ 
at for I^Slnui"? ""'T^ When taking after injecting 125 l-HGF iitravenouS^S a no 
t?m! 21 "'^ 'T^^'''^ ^^P^"" intravenously to drawing 5 . is shown Moreover 

S inSa S^^^^ ^^"^ 'Tf''' radio-^Hth^ the plasma t^Sen S^^ 
nmr^ oTi? ^.l i;^.'^ intravenously to a normal rat (control) and a carbon-tetrachloride 
rrs sh3 A °'hln r^^'!!'"^ ^^P^"" (25mg / rai) intravenou^y to draw°na 
I H?F ricoc ^MTOS and 6, It is distinct that the plasma concentrati^7^l25 

h«t L ^""^y ''^P^"" administration. As this reason, bothlie SuLs of ^ 

oraanlaKntrTh" °^ ''^^ '""^ ^^P^^'" ^^5 l-HGF combined wrth each 
' ^Sr^H M ^ ^"^^ ''^'"S heparin, and shifting into circulation bbod can be 

. onsidered. Here, an important thing is the point that carry out carbon-tetracWorSp 

=e^t:Sil1ir"="-^ - = rata^lUtrre hepatitis 

[0021] 

Siif explained above, the HGF content drugs which have effective 

durability by the low dose can be obtained by adding the excipient and staSo ao?n^ nf 
o^' Th r """""y "^^^ ^'^"9 HGF with heparin and Snrcompfex 
ca^be ?eduS.H' ^ ^'"^^ ^"^^ ^°""t of administrafon and a dose 

afr^ed at ■ ^ P^'"' °^ ^ ^^^"^ ^^^^ ^^^^ ^an be 
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